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Description 

Field of the Invention 

[0001] The present invention relates to the use of tax- 
olforiemanufact U reofamedica m enttotreatpat,ents 

that have lymphoma or breast cancer 
10002] More particularly, the invention relates to the 
above use with a taxol solution admin.stered as a 96 
hour continuous infusion every 21 days. 
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r00031 Taxol is a microtubule agent isolated from the 
stem barkof Taxus breathe western (Pacific) yew 

stable microtubules, inhibiting the normal dynamic reor- 
ganization of the microtubule network required 1 for mito- 
s sTndce..proliferation(Schiff,RB..eta..(1979)^ 
277 665; Schiff. P.B.. et al. (1981) Biochemistr y 20. 
3247) In the presence of Taxol, the concentration of tu- 
SnequiJ for polymerization is significantly lowered; 
m i o ubule assembly occurs without W an d * . low 
temperatures, and the microtubules formed are more 
stable to depolymerization by dilution, calc.um. cold, 
tndlnhibitory'dmgs. Taxol will reversibly bind to po,ym- 
erized tubulin, and other tubulin-bmd.ng drugs will st,ll 
bind to tubulin even in the presence of Taxol. 
,00041 Taxol interacts with the microtubule system of 
many types of organisms. For example, in mammalian 
cells a 50 Nm Taxol concentration usually causes a s.g- 
Sant increase in microtubule number, with changes 
in cell shape and mitotic arrest in actively divid.ng cells. 
Pamess J etal. (1982)BiochemJiop^^ 
In 105 1082). These perturbations of micrctubute 
Wion caused by Taxol have a critical impact on the 
STecause of the role played by microtubules ,n cell 
motility, secretion, and cell division. 
ToooSl Taxol has been studied for its effect ,n combat- 
ng tumor growth in several clinical trials using a variety 
^administration schedules. Severe allergic reaction 
have been observed following administration of TaxoL 
However it has been demonstrated that the incidence 
and severity of allergic reactions is affected by the rate 
oaaxol infusion (Weiss. R.B.. et al. (1990) JXhrvOn, 

SoV'Srdiacarrhythmias are associated with Taxo. 
administration, and like allergic reactions their inci- 
dence is affected by the rate of Taxol administrat.on. S- 
nuslradycardia and Mobitz I. arrhythmia will develop in 
approximately 40%and5%of patients, respectively, be- 
gE 4-6 hours after the start of a Taxo. infusion and 
continuing for 4-8 hours after its completion In mostpa- 
fents the abnormal rhythm is hemodynamic^ stab e 
and does not require cardiac medications. Add.tionaHy. 
it has been observed that the incidence of severe ca^ 
diac events is low in patients receiving Taxol alone^ 
Thus, infusion times up to 24 hours have been used in 



treatmentwith Taxol to decrease the incidence of toxrcity 
Lallergicreactiontothedmg.Datafromthesestudis 

indicates that reversible myelosuppress.on is the dose 
limiting toxicity, with significant peripheral neuropamy 
5 observed at doses of 275 mg/M* and greater. Other tox- 
icities include myalgia, mucositis, and alopecia. 
[0007] Clinical studies of Taxol have been performed 
nanlberoftumorsincludingacuteleukemiasbreas 

cancer, ovarian cancer and melanoma. In one study of 
,o 34 patients with ovarian cancer treated with 250 mg^ 
Taxol asa 24hour continuous infusion, there was a 21 h 
Active response rate (Enzig, A... (1990) ProcJ^ 
31 187). The majortoxicif.es were neutropenia and pe- 
npnera. neuropathy. Another study of 30 patoente nrth 
melanoma treated with the same dose and schedule of 
Taxol exhibited an objective response rate of 13/c (En- 
zio A I (1988) Proa ASCO 7, 249). 
Soq Rowinsl^^al.((1989)Canp^49 

4640) describes a phase I study of Taxol in 17 patients 
with refractory acute ieukemia. Taxo. was administered 
as a 24 hour continuous infusion and escalated from 200 
to 390 mg/M2. Severe mucositis limited further dose es- 
* Lon 9 and other nonhemato.ogica. effects ,nc.uded 
peripheral neuropathy, alopecia, myalgias arthralgias, 
nausea, vomiting, and diarrhea. Based on this study, the 
maximum tolerated dose and recommended phase II 
doses for Taxol were 390 and 315 mg/M^, respective y. 
Nine patients had transient reductions in peripheral 
blood and bone marrow blasts, and three patients had 
complete clearance of leukemia for less than one 

!o°009] Two mechanisms of Taxol resistance have 
been identified in vitra In one type of cell, resistance , . 
on the basis of drug afflux, and like other multidrug-re- 
sistant (mdr) cell lines, it has increased levels <* mem- 
brane P-glycoproteins(s), and shows increase drug af- 
flux (Gupta, R.S. (1985) Cancer Treat. Rep 69 515). 
These cellsare also resistantto the vinca alkaloids, dox- 
orubicin, and other natural products, and resistance is 
reversible with calcium channel blockers such as vera- 
pamil (Packer, E., et al. (1986) Cancer Treat. Refc 70 
275) Another mechanism of resistance found n other 
taxol-resistant cells involves mutations in the alpha- or 
beta- tubulin subunits, with some of these ce.l lines ac- 
tually requiring taxol for growth and mitofic spindle for- 
mation (Schib.er, M.J., et al. (1986) J_CellBioL 102, 

Si A potentially important factor in the area of Tax- 
ol research involves the multidrug resistant gene (mdr). 
The product of this gene, called the P 170 glycoprotein, 
has been demonstrated in vitro to play a role in resist- 
ance of tumor cells to Taxol. It has been demonstrated 
that P170 functions as a membrane pump which actively 
transports intracellular drug out of the cell. Using in^tro. 
cell models, several classes of drugs have been identi- 
fied which block the action of P 170 indud-ng cy- 
closporin A. calcium channel blockers, phenelzines, 
and anti-arrhythmic drugs such as quinidine and am.o- 
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darone. These drugs have been shown to reverse mdr- 
induced drug resistance by increasing intracellular drug 
concentrations. 

[0011] Investigators have found increased expres- 
sion of mdr in a variety of tumor types, including lym- 5 
phoma and breast cancer. For example, Goldstein, L.J., 
etal. ((1989) J. Nat'l Com. Inst. 81, 116) reports moder- 
ately increased mdr expression in 22% (4/1 8) of untreat- 
ed lymphomas and in 60% (3/5) of treated lymphomas. 
Although it is unknown if increased mdr expression is a 
clinically relevant mechanism of drug resistance, there 
is in vitro evidence that mdr plays a role in drug resist- 
ance to Taxol. 

[0012] Although it is clinically unknown whether Taxol, 
an antimicrotubule agent effective in the treatment of 
cancer, is less effective in cells expressing the mdr 
gene, in vitro data shows that this is a concern. Further- 
more, no one has been able to demonstrate an effective 
regimen for treatment of lymphomas and breast cancer 
which overcomes the problem of mdr drug resistance. 
Chabner et al. (Third Int. Congr. Neoadjuvant Chemo- 
therapy, Febr.6-9, 1991, DIALOG Information services, 
File 159: CANCERLIT, Acc. No. 00 845 439) proposed 
prolonged drug infusion for the treatment of relapsed 
non-Hodgkin's lymphoma using etoposide, vincristine 
and adriamycin in combination with the additional ad- 
ministration of a single bows cyclophosphamide and 
oral prednisone, in order to reduce mdr. The present 
invention discloses the use of taxol for the manufacture 
of a medicament to treat lymphomas and-breast cancer 
with a low-dose long term exposure to Taxol. There is 
clinical and laboratory evidence that long infusion times, 
on the order of 72-96 hours, may enhance the activity 
of drugs, such as Taxol, which are transported by P-glyc- 
oprotein. (Lai, G.M., et al. (1991) Int. J. Cancer, 49, 696). 
Thus in the present invention taxol is administered as a 
96 hour infusion in patients with lymphomas or breast 
cancer, to effectively treat the disease and potentially 
reduce the chances of developing mdr Taxol resistance. 
[0013] Accordingly, an object of this invention is to use 
taxol for the manufacture of a medicament for a treat- 
ment effective against lymphomas and breast cancer. 
[0014] An additional object of this invention is to use 
taxol for the manufacture of a medicament for a treat- 
ment which reduces or eliminates the development of 
mdr Taxol resistance. 

SUMMARY OF INVENTION 

[0015] In accordance with these and other objects of 
the present invention, the use of taxol for the manufac- 
ture of a medicament to treat lymphoma and breast 
cancer , with a reduced chance of developing mdr Taxol 
resistance, is provided which comprises administration 
of Taxol as a 96 hour continuous infusion with a dose 
level of between 70 and 140 mg/M 2 /96 hours, the dose 
level being dependent on the toxicity of Taxol on the pa- 
tient. 



[001 6] This provides an effective way of treating lym- 
phomas and breast cancer with Taxol. Additionally, be- 
cause of the low-dose prolonged exposure regimen, the 
chance of a patient developing mdr Taxol resistance and 
other adverse reactions is potentially reduced. 

DETAILED DESCRIPTION OF THE INVENTION 

[0017] For the practice of one embodiment of the 
present invention one must first prepare the Taxol solu- 
tion. Taxol is supplied through CTEP, DCT, NCI 
(IND#22850) as a concentrated solution, 6 mg/ml, in 5 
m! vials (30 mg/vial) in a polyoxyethylated castor oil 
(Cremophor EL®) 50% and dehydrated alcohol, USP 
(50%) vehicle. The intact vials should be stored under 
refrigeration and diluted prior to use. When diluted in 
either 5% Dextrose Injection or 0.9% Sodium Chloride, 
Taxol concentrations of 0.3-1 .2 mg/ml are physically and 
chemically stable for at least 12 hours at room temper- 
ature. (NCI Investigational Drugs; Pharmaceutical Data 
(1990)). It has also been demonstrated that Taxol con- 
centrations of 0.6 mg/ml diluted in either D5W or NS and 
1 .2 mg/ml diluted in NS prepared in polyolefin contain- 
ers are stable for at least 25 hours at ambient tempera- 
tures (20-23°C). (Waugh, et al. (1990) Am. J. Hosp. 
Pharm. 48, 1520). 

[0018] All solutions of Taxol exhibit a slight haziness 
directly proportional to the concentrations of drug and 
time elapsed after preparation. Formulation of a small 
number of fibers in the solution (within acceptable limits 
established by the USP Particulate Matter Test for 
LVP's) has been observed after preparation of Taxol in- 
fusion solutions. While particulate formation does not in- 
dicate loss of drug potency, solutions exhibiting exces- 
sive particulate matter formation should not be used. 
Therefore, in-line filtration may be necessary and can 
be accomplished by incorporating a hydrophilic, micro- 
porous filter with a pore size no greater than 0.22 mi- 
crons (IVEX-HP In Line Filter Set-SL, 15", Abbott model 
# 4525 or equivalent) into the fluid pathway distal to the 
infusion pump. 

[0019] Taxol must be prepared in non plasticized so- 
lution containers (e.g., glass, polyolefin, or polypropyl- 
ene) due to leaching of diethylhexylphthlalate (DEHP) 
plasticizer from polyvinyl chloride (PVC) bags and intra- 
venous tubing. Taxol must not be administered through 
PVC intravenous sets. Therefore, polyolefin- or polyeth- 
ylene-line sets, such as IV nitroglycerin sets (or equiv- 
alent) should be used to connect the bottle or bag (con- 
taining the Taxol infusion solution) to the IV pump, a 0.22 
micron filter is then attached to the IV set, and then may 
be directly attached to the patient's central access de- 
vice. If necessary, a polyolefin-line extension set (Poly- 
fin™ Extension Set, MiniMed Technologies, Model # 
1 26) can be used to provide additional distance between 
the IV pump and the patient's central access device. 
[0020] To practice the invention, the final infusion so- 
lution may be prepared by diluting the total daily Taxol 
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dose (i.e.. a 24 hour supply) in 250 or 500 ml of 5% Dex- 
trose Injection. USP or 0.9% Sodium Chloride ln)ect.on, 
USP in either a glass, polyolefin or polypropylene con- 
tainer Each bottle will be infused over 24 hours , via an 
infusion control device. A total of four (4) 
are required for each 96 hour .nfus.on. Each bottle 
should be prepared immediately prior to use such that 
no more than 25 hours will elapse from the time of prep- 
aration until the end of the infusion for each bag/bottle. 
As described above, a polyolefin- or polyethy engine 
set should be used to connect the bag/bottle to the V 
pump, followed by the in-line filter which will be d.rectly 
attached to the patient's central access device. 
[00211 The present invention involves administration 
of Taxol infusion solution as a 96 hour continuous intra- 
venous infusion. The Taxol solution is delivered through 
a permanent central intravenous catheter, with eye es 
repeated every 21 days. Therefore, before starting the 
therapy, patients must have a permanent or temporary 
central venous access. 

[00221 Because of the possibility of anaphylactoid re- 
actions, a physician should be readily available during 
the first 30 minutes of each infusion, and IV epinephrine, 
hydrocortisone, and diphenhydramine should also be 
kept available. However, because of the prolonged 96 
hour infusion, a very low incidence of reactions is anfic- 

[0023] The following example illustrates a preferred 
embodiment of the present invention. 



[00241 The following criteria are used to measure the 
response to Taxol treatment using an embodiment of the 
present invention: 

Partial Remission (PR): Greater than 50% de- 
crease in the sum of the products of the diameters 
of all measurable lesions for at least one month. 
Minor Remission (MR): 25 to 50% decrease in the 
sum of the products of the diameters of all measur- 
able lesions for at least one month. 
Progressive Disease (PD): 25% or greater progres- 
sion* the sum of the products of the diameter of 
any measurable lesion over one cycle of chemo- 
therapy or the appearance or any new lesion con- 
sistent with metastatic disease. 



[00251 Taxolwasobtainedasaconcentratedsoluion. 
6 mg/ml, in 5 ml vials (30 mg/vial) in 50% polyoxyethyl- » 
ated castor oil and 50% dehydrated alcohol. The Taxol 
was then diluted in 500 ml 5% Dextrose, to z concen- 
tration sufficient to supply between 17.5 and 35 mg of 
Taxol persquare meter (based on the body surface area 
0 fthepatient)overa24hourperiod.TheTaxol.nfus,on * 

preparation was prepared between 30 and 60 minutes 
prior to beginning each 24 hour infusion. The Taxol I .n- 
Lion solution was prepared in a polypropylene hned 



semi-rigid container, in a volume of 500 ml . 
[0026] The container [bag] with the Taxol infusion so- 
lution was connected to an IV pump via a PO^ethylene 
tube. An IVEX-HP In Line Filter Set-SL. 1 5 , Abbott mod- 
5 el #4525 with a pore size of 0.22 microns was then at- 
tached to the IV pump via a polyethylene line-tubing. 
The in-line filter was then connected to the sublets cen- 
tral access device. 

[0027] The Taxol solution was infused over a 24 hour 
10 period, controlled by the IV pump. The procedure was 
repeated three more times, for a total 96 hour continu- 
ous infusion. The final dose was between 70 and 140 
mq/M 2 /96 hours. 

[0028] Twenty-three patients (11 breast. 2 Hodgkm s 
« disease (HD), 4 mycosis fungoides (MF) and « n»- 
Hodgkin's lymphoma (NHL)) were treated with the Taxol 
solution at the above-described rate of between 70 and 
140 mg/M2/96 hrs. This 96 hr continuous infusion was 
repeated every 21 days, while patients were monitored 
20 for a response after every two cycles. If a patient exhib- 
ited a toxic or allergic reaction to a dose of Taxol, the 
dosage was lowered until tolerated. The cycles were 
continued until a patient exhibited disease progression 
or was stable for 4-6 cycles. All breast cancer patients 
25 had received a doxorubicin or mitoxantrone containing 
regimen for metastatic disease. Seven of these patients 
failed to respond, while the other four responded but did 
not achieve complete remission. All of the lymphoma 
patients failed to respond to multiple regimens within 6 
30 months of receiving Taxol. 

[0029] After treatment of the patients with the above- 
described Taxol infusion solution at a rate of between 
70 and 140 mg/M2/96 hrs, every 21 days, patients ; were 
observed for response after every two cycles. In i the 
35 breast cancer group, 9 out of the 11 patients exhibited 
a positive response (7 PR, 2 MR) to *»e treatment for 
a 82% total response rate. The seven of eleven (64 A) 
partial remission rate achieved in breast cancer patients 
is highly favorable over the 33% response rate reported 
40 for a 24 hour infusion at 250 mg/M* in a similar patent 
group. (Holmes. F.A., etal. (1 991 )lntM Natl Cancer Inst 
83 1797) 

[0030] Among the lymphoma patients treated Taxol 
wasactivein4outof 6 patients (3 PR, 1 MR) with diffuse 
45 large cell lymphoma. No prior treatment of lymphoma 
with Taxol has been reported. The 50% partial remission 
rate is favorable compared to the response rates deter- 
mined for Taxol treatment of other cancer types. 



Claims 

1 Use of taxol for the manufacture of a medicament 
for reducing or eliminating the development of multi- 
drug resistance (mdr)to taxol, wherein the taxol is 
in a solution for continuous intravenous infusion 
over a period of at least 96 hours and said solution 
contains a concentration of taxol sufficient to pro- 
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vide a continuous dosage rate of between 17.5 mil- 
ligrams and 35 milligrams of taxol per square meter 
of patient surface area per 24 hours over a dosage 
period of at least 96 hours to reduce or eliminate 
said mdr taxo! resistance. 

2. Use of taxol for the manufacture of a medicament 
for reducing or eliminating the development of multi- 
drug resistance (mdr) to taxol, wherein the taxol is 
in a solution for continuous intravenous infusion and 
said solution contains a concentration of taxol suf- 
ficient to provide a continuous dosage rate of be- 
tween 70 milligrams and 140 milligrams of taxol per 
square meter of patient surface area per 96 hour 
time period to reduce or eliminate said mdr taxol re- 
sistance. 

3. The use according to claim 1 or claim 2, wherein 
the patient is suffering from a taxol sensitive cancer 
or tumor that is capable of developing multi-drug re- 
sistance (mdr) to taxol, wherein said use reduces 
or eliminates the development of mdr in taxol-treat- 
ed patients. 

4. The use according to claim 1 or claim 2, wherein 
the patient is suffering from breast cancer or lym- 
phoma. 

5. The use according to claim 1 or claim 2, wherein 
the patient is suffering from breast cancer. 

6. The use according to claim 1 or claim 2, wherein 
the patient is suffering from lymphoma. 

7. The use according to any one of claims' 1 to 6, 
wherein said continuous infusion of the medica- 
ment is repeated in 21 day cycles. 

8. Use of taxol for the manufacture of a medicament 
for treating lymphoma wherein the taxol is in a so- 
lution for continuous intravenous infusion over a pe- 
riod of at least 96 hours, wherein said solution con- 
tains a concentration of taxol sufficient to provide a 
continuous dosage rate of between 17.5 milligrams 
and 35 milligrams of taxol per square meter of pa- 
tient surface area per 24 hours over a dosage peri- 
od of at least 96 hours. 

9. Use of taxol for the manufacture of a medicament 
for treating lymphoma wherein the taxol is in a so- 
lution for continuous intravenous infusion and said 
solution contains a concentration of taxol sufficient 
to provide a continuous dosage rate of between 70 
milligrams and 140 milligrams of taxol per square 
meter of patient surface area per 96 hour time pe- 
riod. 

10. Use of taxol for the manufacture of a medicament 



for the treatment of breast cancer wherein the taxol 
is in a solution for continuous intravenous infusion 
over a period of at least 96 hours, wherein said so- 
lution contains a concentration of taxol sufficient to 
5 provide a continuous dosage rate of between 17.5 
milligrams and 35 milligrams of taxol per square 
meter of patient surface area per 24 hours over a 
dosage period of at least 96 hours. 

10 11. Use of taxol for the manufacture of a medicament 
for the treatment of breast cancer wherein the taxol 
is in a solution for continuous intravenous infusion 
and said solution contains a concentration of taxol 
sufficient to provide a continuous dosage rate of be- 

15 tween 70 milligrams and 140 milligrams of taxol per 
square meter of patient surface area per 96 hour 
time period. 

12. The use according to any of claims 8 to 11, wherein 
20 the continuous infusion the medicament is repeated 
in 21 day cycles. 



Patentanspruche 

25 

1. Verwendung von Taxol fur die Herstellung eines 
Medikaments zur Reduzierung oder Beseitigung 
der Entstehung von Mehrfacharzneimittelresistenz 
(MDR) gegenuber Taxol, wobei Taxol in einer L6- 

30 sung zur kontinuierlichen intravenosen Infusion 
uber einen Zeitraum von zumindest 96 Stunden vor- 
liegt und die Losung eine Konzentration an Taxol 
enthalt, welche ausreichend ist, urn eine kontinuier- 
liche Dosierungsrate von zwischen 1 7,5 Milligramm 

35 und 35 Milligramm Taxol pro Quadratmeter Patien- 
tenoberflache pro 24 Stunden uber eine Dosie- 
rungsperiode von zumindest 96 Stunden zu ge- 
wahrleisten, urn die MDR-Taxol-Resistenz zu redu- 
zieren oder zu beseitigen. 

40 

2. Verwendung von Taxol fur die Herstellung eines 
Medikaments zur Reduzierung oder Beseitigung 
der Entstehung von Mehrfacharzneimittelresistenz 
(MDR) gegenuber Taxol, wobei das Taxol in einer 

45 Losung zur kontinuierlichen intravenosen Infusion 
vorliegt und die Losung eine Konzentration von Ta- 
xol enthalt, welche ausreichend ist, urn eine konti- 
nuierliche Dosierungsrate von zwischen 70 Milli- 
gramm und 1 40 Milligramm Taxol pro Quadratmeter 

50 Patientenoberflache pro 96 Stunden Zeitraum zu 
gewahrleisten, urn die MDR-Taxol-Resistenz zu re- 
duzieren oder zu beseitigen. 

3. Verwendung nach Anspruch 1 oder 2, wobei der Pa- 
55 tient an einem Taxolempfindlichen Krebs oder Tu- 
mor leidet, welcher fahig ist, eine Mehrfacharznei- 
stoffresistenz (MDR) gegenuber Taxol zu entwik- 
keln, wobei die Verwendung die Entwicklung von 
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MDR in Taxol-behandeiten Patienten reduziert oder 
beseitigt. 

VerwendungnachAnspruch1oder2,wobeiderPa- 
tient an Brustkrebs oder einem Lymphom leidet. 

Verwendungnach Anspruch 1 oder 2, wobeider Pa- 
tient an Brustkrebs leidet. 

Verwendung nach Anspruch 1 oder 2, wobeider Pa- 
tient an einem Lymphom leidet. 

Verwendung nacheinemder Anspruche 1 bis6 wo- 
bei die kontinuieriiche Infusion des Med.kaments .n 
Zyklen von 21 Tagen wiederholt wird. 

Verwendung von Taxol fur die Herstellung eines 
Medikaments zur Behandlung eines Lymphoms, 
wobei das Taxol in einer Lbsung zur kont.nu.erl.- 
chen intravenosen Infusion Ober einen Zeitraum 
von zumindest 96 Stunden vorliegt, wobe. d.e Lo- 
sung eine Konzentration von Taxol enthalt, welche 
ausreichend ist. urn eine kontinuieriiche Dos.e- 
rungsrate von zwischen 1 7,5 Milligramm und 35 M.l- 
ligramm Taxol pro Quadratmeter Patientenoberfla- 
che pro 24 Stunden Ober eine Dosierungspenode 
von zumindest 96 Stunden zu gewahrle.sten. 

9 Verwendung von Taxol fur die Herstellung eines 
' Medikaments zur Behandlung eines Lymphoms, 
wobei das Taxol in einer Lbsung zur kontinu.erii- 
chen intravenosen Infusion vorliegt und wobe, die 
Lbsung eine Konzentration von Taxol enthalL wel- 
che ausreichend ist, urn eine kontinuieriiche ^Dosie- 
rungsrate von zwischen 70 Milligramm und 140 Mil- 
ligramm Taxol pro Quadratmeter Patientenoberfla- 
che Ober einen Zeitraum von 96 Stunden zu ge- 
wahrteisten. 

10 Verwendung von Taxol for die Herstellung eines 
Medikaments zur Behandlung von Brustkrebs, wo- 
bei Taxol in einer Lbsung zur kontinuierlichen .ntra- 
venbsen Infusion Ober einen Zeitraum von zumin- 
dest 96 Stunden vorliegt. wobei die Lbsung eine 
Konzentration von Taxol enthalt, welche ausrei- 
chend ist, urn eine kontinuieriiche Dosierungsrate 
von zwischen 17.5 Milligramm und 35 Milligramm 
Taxol pro Quadratmeter Patientenoberflache pro 24 
Stunden Ober einen Dosierungszeitraum von zu- 
mindest 96 Stunden zu gewahrleisten. 



Quadratmeter Patientenoberflache Ober einen Zeit- 
raum von 96 Stunden zu gewahrle.sten. 

12. Verwendung nach einem der AnsprOche . 8 bis 11 
wobei die kontinuieriiche Infusion des Medikaments 
in Zyklen von 21 Tagen wiederholt wird. 



Revendications 



6. 



11 Verwendung von Taxol for die Herstellung eines 
' Medikaments zur Behandlung von Brustkrebs. wo- 
bei Taxol in einer Lbsung zur kontinuierlichen intra- 
venbsen Infusion vorliegt und die Losung eine Kon- 
zentration von Taxol enthalt. welche ausre.chend 
ist. urn eine kontinuieriiche Dosierungsrate von zwi- 
schen 70 Milligramm und 140 Milligramm Taxol pro 



1 Utilisation du taxol pour la preparation d'un med.ca- 
ment pour reduire ou eliminer le developpement 
rfune resistance multi-drogue (mdr) au taxol, ca- 
racterisee en ce que le taxol est dans une solution 
15 pour infusion intraveineuse continue pendan une 
periode de 96 heures au moins et ladite solution 
contient une concentration de taxol sufflsante pour 
foumir un taux de dosage continu compris entre 
17 5 milligrammes et 35 milligrammes de taxol par 
2 o metre carre de surface de patient pendant 24 heu- 
res sur une periode de dosage de 96 heures au 
moins pour reduire ou eliminer ladite resistance mdr 
au taxol. 

25 2 Utilisation du taxol pour la preparation d'un medica- 
ment pour reduire ou eliminer le developpement 
d'une resistance multi-drogue (mdr) au taxol, ca- 
racterisee en ce que le taxol est dans une solution 
pour infusion intraveineuse continue et ladite solu- 
30 lion contient une concentration de taxol sufflsante 
pour fournir un taux de dosage continu compris en- 
tre 70 milligrammes et 140 milligrammes de taxol 
par metre carre de surface de patient pendant une 
periode de 96 heures pour reduire ou eliminer ladite 
35 resistance mdr au taxol. 

3 Utilisation selon la revendication 1 ou 2, caracteri. 
see en ce que le patient est attaint d'un cancer ou 
tfune tumeur sensible au taxol qui est capable de 
40 developper une resistance multi-drogue (mdr) au 
taxol, et en ce que ladite utilisation reduit ou 6 .mine 
le developpement de mdr chez les patients trartes 
au taxol. 

45 4 Utilisation selon la revendication 1 ou 2, caracteri- 
" see en ce que le patient est attaint d'un cancer du 
sein ou d'un lymphome. 

5 Utilisation selon la revendication 1 ou 2, caracteri- 
50 " see en ce que le patient est atteint d'un cancer du 

sein. 

Utilisation selon la revendication 1 ou 2, caracteri- 
see en ce que le patient est atteint d'un lymphome. 



Utilisation selon I'une quelconque des revendica- 
tions 1 a 6. caracterisee en ce que ladite infusion 
continue du medicament est rep6tee en cycles de 
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21 jours. 

8. Utilisation du taxot pour la preparation d'un medica- 
ment pourtraiterun lymphome, caracterisee en ce 
que le taxol est dans une solution pour infusion in- 5 
traveineuse continue sur une periode de 96 heures 

au moins, ladite solution contenant une concentra- 
tion de taxol suffisante pour fournir un taux de do- 
sage continu compris entre 1 7,5 milligrammes et 35 
milligrammes de taxol par metre carre de surface 10 
de patient pendant 24 heures sur une periode de 
dosage de 96 heures au moins. 

9. Utilisation du taxol pour la preparation d'un medica- 
ment pour traiter un lymphome, caracterisee en ce * 5 
que le taxol est dans une solution pour infusion in- 
traveineuse continue et ladite solution contient une 
concentration de taxol suffisante pour fournir un 
taux de dosage continu compris entre 70 milligram- 
mes et 140 milligrammes de taxol par metre carre 20 
de surface de patient pendant une periode de 96 
heures. 

10. Utilisation du taxol pour la preparation d'un medica- 
ment pour traiter le cancer du sein, caracterisee 25 
en ce que le taxol est dans une solution pour infu- 
sion intraveineuse continue sur une periode de 96 
heures au moins, ladite solution contenant une con- 
centration de taxol suffisante pour fournir un taux 

de dosage continu compris entre 1 7,5 milligrammes 30 
et 35 milligrammes de taxol par metre carre de sur- 
face de patient pendant 24 heures sur une periode 
de dosage de 96 heures au moins. 

1 1 . Utilisation du taxol pour la preparation d'un medica- 35 
ment pour traiter le cancer du sein, caracterisee 

en ce que le taxol est dans une solution pour infu- 
sion intraveineuse continue et ladite solution con- 
tient une concentration de taxol suffisante pour 
fournir un taux de dosage continu compris entre 70 *o 
milligrammes et 140 milligrammes de taxol par me- 
tre carre de surface de patient pendant une periode 
de 96 heures. 

12. Utilisation selon Tune quelconque des revendica- 45 
tions 8 a 1 1 , caracterisee en ce que ladite infusion 
continue du medicament est repetee en cycles de 

21 jours. 
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